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ManyfbrmsofRNAduplexeswithagonisticactivityfbrpattern-recognitionreceptorshavebeen
reported,someofwhicharebeingappliedinclinicaltrialsfbradjuvantimmunotherapyfbrcancer.
TheseRNAduplexesinducecytokines,interferons(IFNs)andcellulareffectorsmainlyviatwo
distinctpathways,TLR3/TICAM-landMDA5/MAVS.Inknockout(KO)mousestudies,robust
cytokineorlFNproductionisdependentonsystemicactivationoftheMAVSpathway,andasa
consequence,MAVS-activatingdsRNAoftencausesendotoxin-likecytokinemia.Incontrast,
TLR3expressionisrestrictedtoseveraltypesofcells,includingmyeloidcells,suchthatactivation
oftheTICAM-lpathwayleadstomaturationofdendriticcells(DCs)anddrivescellulareffectors
(i.e・NKandCTL)withoutincrementalserumcytokine/IFNlevels.Notably,thispathwaynotonly
resultsinactivationoftheimmunesystembutalsoexhibitsprotumoractivity・Theeffectinhuman
patientsofMAVS-activatingorTICAM-1-activatingRNAduplexesremainsundetermned,andthe
designofaTLR3agonistwithoptimizedtoxicityanddoseisanimportantgoalfbrhuman
immunotherapy.HerewesummarizecurrentknowledgeonavailableRNAduplexfmmulations,
andofferapossibleapproachtodevelopingapromsingRNAduplexsignaturefbrclinicaltests.
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